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(54) NEW CARBOXYLIC ACID DERIVATIVE HAVING ACTIVITY FOR INHIBITING Cdc25 
DEPHOSPHORYLATION ENZYME, AND MEDICINE 

(57)Abstract: 

PROBLEM TO BE SOLVED: To provide a new 
carboxylic acid derivative having activities for inhibiting a 
Cdc25 dephosphorylation enzyme, and further to provide 
a medicine containing the derivative. 
SOLUTION: This carboxylic acid derivative is the one 
represented by general formula (I) [wherein, R1 is a Rrwrw-w*- 
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hydrogen atom, a cycioalkyl group or the like; W is CH or N; X is an oxygen atom, a -OCH2- 
group or a -NR4- group (R4 is a hydrogen atom, a lower alkyl group or the like); Y is a 1,4- 
piperazinyl group, a NHCHR5CONH- group (R5 is a hydrogen atom or a lower alkyl group 
which may have a functional group) or NH group; Z is a carbonyl group or a sulfonyl group; 
R2 is an alky group, a phenyl group or the like; R3 is a hydrogen atom or a lower alkyl group; j 
is 0 or 1 ; k is 0 or 1 ; I is an integer of 0-6; m is an integer of 1-10; and n is 0 or 1], or a 
pharmacologically acceptable salt thereof. 



LEGAL STATUS 

[Date of request for examination] 

[Date of sending the examiner's decision of 
rejection] 

[Kind of final disposal of application other than 
the examiner's decision of rejection or 
application converted registration] 

[Date of final disposal for application] 

[Patent number] 

[Date of registration] 

[Number of appeal against examiner's 
decision of rejection] 

[Date of requesting appeal against examiner's 
decision of rejection] 

[Date of extinction of right] 



http://wwwl9ipdLinpit.goop/PAl/resiilt/detail/main/wAAAIZaGM 1 04964P 1 .htm 6/4/2007 



(W)B*mmfr (JP) < 12 > & Bfi 4$ 1^ & # (A) (IVWtBWBNV* 

#192003-104964 
(P2003-104964A) 
(43)&@IB ¥^15^4^9B(2003.49) 



(51) Inta 7 
C 0 7 C 323/56 
A6 1K 31/192 
31/195 
31/415 
31/4164 



warn* 



FI 

C 0 7 C 323/56 
A6 1K 31/192 
31/195 
31/415 
31/4164 



r-m*(##) 
4C031 
4C055 
4C086 
4C206 
4H0 0 6 

ol c^24H) mmz&< 





ftffi2001-301335(P2001 -301335) 


(71){HKA 


000207827 












^mW9E28B (2001.9.28) 




m&ttmmtmm i -27 






(72)«W# 










$E$8fckB&.%rF%L 3 -34 






(72)S8W# 










SSCtK=*Tfi-k3g$l-15-3 






(7Z)^K# 


^BB J£5£ 








^51ft0S5rtSS*^7-S-18 






(74)ft«A 


100065215 



















(54) cdc25jKu>BiftB3SE««tt&=rr*«fS*^>Kii3ii*&r«Bi 



(57) [fgft] 

[RBI *«astt, c d c 2 5j»»; ymiWiFft 

R|-(ZT(Y)!^(CH 2 )!-X7^\-»- H 



(i) 



-S— (CI 




to w(i, cHX«N*«t, xtt, mmMT. -oc 

H 2 -gXJ4-NR 4 -3£ (R 4 ti, fiST 
t&t. Ytt, 1, 4-t^9S*=. 
/H s NHCHR 5 CONH-K (R 5 ti, rtSHg^X 

H*&«U Z(± x #/l^~/«Xf4;^*^gt:|g 



3 (4, rtSK^Xtt^r^fl-SSSiirf . j (4, 



0 



X(4l£^U k{4s 0X541 **U lt40-6c7)S 
R££U m(il-10«^U n(40X(4l£ 



!{2) 003-104964 (P2003-/64 



(I) [5$+. Ri li, ASM*, y^ar^fA*. 7 

XWZbtkW WI4. CHX«N£*U Xtt. 
i 1 , -OCH 2 -SXS4-NR 4 -m (R 4 J4, 
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swfci-s-^sc ( i ) vmn&fci&aimmz 
tit. 

[00 60] mUb RlStei»*#i4 t«t 
[0061] HR£ (ID X'milZ>itiZ®tH&-£(l 

T&*£i-3fg*/idL ffiL<(ii~2«PE/i'*fc 

[0 0 6 2] Ph3Pti, H8£(lU)'C&%tl&tt& 

D E AD(i, Hfc*(III)T^SftSfl:£ftfc*fL 
iIigl-3fg*A*, #iL,<l±l~2«KE>l*fr«* 

[0 0 63] z<r>mm&Dmm.ii. a*o-i 5 
ox;, fft t < (iM&H^^s^sasrca o , &L 

[0064] 7flo& UJn*#«&&ffHU ftfclBSSn* 
t)«Tt±9rV\ RfEMSSi: LTJ4, *IWb^b 

y * a , *afl^ >j vj&comrfrtr voo. i n~ 

lON0>7JHfr'J**»L #*Kl±. 1N~4N<7>7 
**y-;k x*/-;k 7-feb-by/k fb7tp 



n77X 7*b>^i:0*^tt#M^fcaS£«F 
JJE£ffifflT*4. RlS&gti, jlfcO-l 0 OX;, if* 

HRfcO. 5-9 61*19^6. 
[0065] 

Brntxna* mm.*, wmmmmm^^m 

Tmo-m; (IV) TSSftSfc^ftfco-r-yi: 
R*B§*S (JS-IS) .Ifcfc.fcO, (V) TS 

jR^ (VI) ■c*5*i4ft^ftkRJ6$*4 (M) 

hw ( i ) *tr 3 murium* 
m-ritim&mzfi. set, K^^*sr;^yjn* 

4H*f4 (JBHIS) ^fcfciOH^ (I) **CR 3 

[0066] -jRse (v) T«s^4fl:^iwi. mia# 
*Wfcistt Lfcirifcfc* t -cast Sfi* . 

[0 0 67] (l)fli-XS 

mt iximmzmmzs-th ^x^^m^mm 

n;v-/k f?S-jl>, rh7tHD7^y. ihfr 
[0 0 68] KfcLTii. WdRfiSftAtwmftV* 

[0069] HWmt LTJ4, m£m&tlhi>0>T 

uftv^ hux^rs^, ^yrneAx^r 
tr^yj/y, dbu, DMAP^W^til.. 
[0070] HR^ (IV) X^ti&lt^bv-y- 

>t<omm^i. m^m^nixm^ i^2m=t 

A*, #4L<til~l. SfTE/ldlttS^iVn 
[0071] iSii, -«^(lv)T'^$iil»'fk^fl!itSL 

mmo. o o i-i^ai:, ^HKafiu. -ftsav) 

[0072] MJESJKtt, M^O-1 50X;, Jf4L< 

fcO. 5-48B*|SrC*6. 
[0 0 73] (2)mZJM 

mzxmz&^xii, -m. (v) T^§^6{t^i& 

1N-1 ON£OTA*y^?S, jE^t<iilN-4N 

vTMvmmz&mL. rje^o-i oo-c, » 

4L<Ji^iBH»!EftjrcffV\ RiSWaO. 5-31* 
fflX'BtfeZfro . 

[0074] , RlBS^fft, *»T, 

(vi ) vmti&fci&ibmm*.* Rmmto 

-5 ox:, ff4L<liaa , eRjK*ff 1 5. RJiE^faii, 
[007 5] RI5tel»*4z.Si<0W« 
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y, y***1?-y, h;Pxy|§Wff&*i£, 
[0 0 763 (V) •C^§a-&^^i:-^(V 

[0077] a*;. isn&Stt. hrss cv) -cas^ 
htt&mfcnh, osfea*, ^tL<«3 

~~ 6 fpE;Hffil-f S <z> # J: v * . 
[0078] ( 3 ) SHEB 

Web y ")A^ii7;W y o . i n— i o n cor 
)V% y L < 1 N— 4 NOTA-tf U 

y , r-fe h y^fc «7iQifattWM^ <oM£i£&£ffi 

BUS?a£J±. ilftO-lOO'C, #£L<!i 
0. 5-9 61^^*^. 

[0079] JblEAifearXBffitJ: 9#£>ft&#?& B M; 

[0080] wmw&toii, llftfcc d c 2 5 My 
yiwtB^^ttSrWi/o**. 

[0081] EaixiAisagBigHi 

<o. WitrjWKW. js^sl am flEigw, 
[0082] *?m&Mxi±mmmt: t b 

x7y*-;w*^H&m i^j, »n«ftL mi m 
mi *y*m. mi mm (mm. mm) m 

[0083] ±m%mmm±, ^mmxmnm^ti 

[0084] a^0WH«£i8W-*fcKLTI4s ffl* 

roeyy^y n-/k iN^ft-f vx-f ry^TA 
a— >k jffy^Ht-f yxf-ry;i'T/i'3-;k #v 



y ^a^o P HmnAt^mii. trpsgssst b y ^ 

A. xf-kvarrSyHIHt f-^'J3-/l«, 

mmmi mm. mmmm&miLxt> z 

[0085] ^<3^fcjSJ^*fclSL'a4s fflffcfc 
LrWitf*'Jxf-wy^'j3-;K ^^^Si. 9/y 
y. WkTiVz-fi,* B»r^3-;Kw:^r^MH. * 

tRtol/CttRTr**. 

[00863 teffim. mur^-* k ? u -a&# y 
/i^)jB«fciww4iRctt, a*«fflsa*a3io. see 

y, ;<?7^, ^y-tyy, ■fert'n-*wwk #y 
if-uv^ya-A-, i/'Jay, ^yh-^-f h^SrisM 
T**. ffi^PJt tTii, ^5^^A#K^-f-/K 

[0087] Mff JWSriBfif S«^tt±. 3i»«Sft* 

i o o 8 8 3 mi mm. ^wj^^^pffim^'i^ 
wmmthmLxte. m-tLxmum^. e 

;Hr;i^p-x. ^y-feyy. wyithijw, r 
^trr^A^DjwKf!, fyn77, -fwmm, fy 
rym. -eyi-ym®, xw-jit^-ji. ^yt' 

;pp-x, x^/-;k yy^y^A^^ 
*Sfcry7-y, r^y^hy^A, ^y^y 

a. ^y^^yx^^yy;i/h'^yitifiKxxf;i^s 
^UAiMH-b'J^A. x-rTyyRty^u-fey 
fyry, y$tm<r>mm. en. xrryy». 

* - ^ ass. 5 ^ y ;w«i)H- h y ^ mnwaim 
^y-fcuy, ryry^ffis^j, ryry. ?L 

««^/^. x^ryyafi, *vm*. #yx 
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[0089] # 7°-fe;t^f0i4±IS'C^ t !t *a^tl«c t 
LXWMZtih. 

[0090] imnimizmmimixii. &fat 
[0091] jSMMt^^tiAtt^assflE. *», 

[00 92] ±3E»W+fca* 

4>fc 1~7 0S*%gJ£fc t^Wiu. 
[0093] JMW«Oft^-^ffiii|«i:IS^S^"f , n 

^, im^, pei*i&^ wssttttmms.zti 
^3&7"^M(^^t(ifePK^sfL, mmistzit 

[0094] *m<wk-&m<Dmmz, mm. am 
mtihtf. H&t,z&*mmm%fzmumxmi 

OOOmg, aMSfflTfittO. l~500mg,f 

#0. l-2 0 0mg/kg#a/HS«» ff*L<tt 
0. 5-1 OOmg/ksflcfi/BSKwlBfflfcfc&JI 
SBSfc-tS^i^. £*i6*3HnWHlHfclIS 
Xte 2-4 0gK(cWrra^S £ fc £ . 

[0095] *«^^fttt*fr#"ft»W*iW.-#-ft£ 

< . mm. m&m. £&hl h& ws. sji 

m. mm, n&m. %*im. # ■ Karen, s 
tt'jw*. a*^ fan, &j»b, mmmm 
if$>tn. 

[00 96] 



x. ^mw-mmMztz,. 

[0097] #=tWl (Ill) (OftHflWfca* 

2- [(4-te rt-rf-^xX/WJ^f-zPf-sf]- 

3- (4-tFD^7«=^) -2-rn^y^f- 

[0098] 
Ut 5] 




[0099] p - 1 tsn^f^yXT^ft F 5 0 g 

(4 o 9 s vw) m/smti u ( s 1 8 s y* 

/I/) CON , N-i^/l^/k&T* 5 H 5 0 0 m 1 0$B& 
x-f;U4 . 7ml (6 14$'J*/t-) OiTF 

mm. wmx.+H'bXwmL* mm**, mm 
Krmmitz ( e 8 s ) . 

[01003 £«)ffl£jS»<68g) ZmttflZ. o 
-^xy8 2 g ( 6 1 4 5 >J*/10 „ tf^U i^4m 1 

(4 0. 9 5'JW , IMI2. 3ml (4 0. 9SU 
t/P) St/X?/-^5 0 0ra 1 1 5mWn 

mmi. timmtiiiKm§ki6&i* 5- < [4- 

(Jtb^^hdfv') 7x-;H pff-P^I -2-f-^- 
#V-1. 3-f-rVU>'>-4-^^9 8«^. 

[0101] ^^b^i 0 g ( 3 5. 5 s y^> t 

4^miti-hV^^5 0mliMl. 10 0°CT'lWf 

mmu 4 -t e r t -^;K>y/^n 

SH9. 7g(42. «rh5tHD79 
y3 0ml^t&3ii^, MiTC'3 0^Jg#L^ e n-A. 

x^-cwtflUfc. i^^rtut^*. ^si^k^ii-c 

fc. aat^U*y/k*9^n-7h^57-f- (n- 
: PSJX^;l,= 5 : 1 ) Xmmi, n-^-tf 

nmmtz {5. as). wftmmTiZTKt. 

H-NMR (CDC 1 3 ) : 1. 26(9H, s), 
3. 84 (3H, s) , 3. 96 (2H, s) , 5. 0 
3(1H, brs), 6. 79 (2 H, d, J = 9H 
z) , 7. 14 (2H, d, J = 9Hz) , 7. 23 
(2H, d, J = 9Hz) , 7. 71 (2H, d, J = 
9Hz) . 7. 87 (1H, a) . 

[0102] m®\2 : ~m ( iv) nmm&m 
mm 

N, N-V (4-te r t-f+lVKV&V) ~3~T 
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5 /-KyXTJlfh H^Jfi 

[0 103] 

Hk6] 




[0 104] 3-T$.J-0 : J)V7)V?-)V5s (4 
0.65 , 4 - 1 e r t -7+A*JyX7Arr 

t K 1 3 . 8 g ( 8 5 . 35 »J^) tlfilm 1 <*>x 
9S-fr2 OOmlSMC, fcifrK ^7y*SMt* 
^Si-hU^AS. 6g(89. 3 fcUli, 

»Xf-^=5 : 1-2 : 1 ) "CflflKU N, N-^' (4 
- 1 e r t -?1-lV<Vv)V ) - 3 -7 5 7 -^i^'A- 
7^-;K6. 2g) 

[0 105]%t=N, N-y (4-tert-/f/K 

y^vv) -3-rsy-^^;wr/P3-^6. 2g 

(14. . hUx^T^yi 0. 4m I 

(74. 6 5 'J * ;U ) &tW ^)VZ.)V** *s h' 3 0 m 
I WttffcXf-Uy 1 0 0 m 1 atettC, tJc&T, HKtt 
SESfftfUyvHtttl 1. 9g(74. eSU^/P) ^ 
Jt^X***^* 1 Om 1 fi£ft£J[lJU 3 Oftfflt 

amu ewBteftfc (4. og). tm 

-T h £ fc & < H«J 3 8 (OKJEfcffl^fc . 
[0106] ###J3 : H&=£ ( IV) 

1- (4-;DD7i-/H -4-^S/U-5-7^ 

[0 107] 
[ft 7] 




[0 1 08] *at-ftUf->AT^S-^W F5-f H 
(3. 74 g, 0. lW)»fh7tHP77yM 
(2 0 0ml ) fc. Sfc&fllflST, l-(4-?oo7x 
-7k) -4-xh^f^M-;P- 5 -^f-ZH^V- 
;K26. 45g, 0. 1*A) iOrh7bHD79y 
( 2 0 0 m l ) fcSnafc. £ffflT«, MaSfcT 

2lffll|flH¥Ufc. 50e&7^ »9Ufc2N-NaOH 



( 1 6 g ) «0?nn*/W*iBffi ( 3 0 Om 1 ) icjg 

ttrgKtvy^y ( 5 5 g ) fcjnirssffCKaafflsL 
fts-&TB«ft* i o &ntz. uiffiiSErFfc^r. 

H-NMR (d-DMSO) : 3. 33 (3H, s) , 
7. 65 (4H, s) , 8. 20 (1H, s ) , 9. 9 
4 (1H, s) . 

[0109] mm4 ■. -~m < m vmmtsmco 
mm 

4- ( { [1- (4-?nn7x-/k) -5 
7V-;U-4->f;P] ^tf-;H *f-/tTS/ ) ^yX7 

[0 110] 

[its] 




[oiii]4 -r s /smmx-**^ . s s ( 3 

4. 9SKW . ##W3t?#«iS7/kTtl*7. 
0g(31. 7S>; ; e^) Rtf»»0. 2mlc9X?/ 

-;n 0 om 1 softie, *j&t* s/r/jwwfc**** 

7MI-7A2. 2g(34. 95 'J W £iH;L 

•ci 5mum ut. wmm. ?un*n,j>b#x 

*FEU 4- ( < [ 1- (4-?on7x^) "5 
-^^;i/tf^y-;p-4— <;H ?-/!✓} 7 5 /) £A 
SBxf-^fcfUfc (8. 7g) . 
[0112] &£4- ( { [1- (4-?nn7x- 
/W - 5-*+}V\:yV-)V-A-4}V~\ Xj-lV) 75 
7 ) 5fc8L#«Xf-/P3 . 0 g ( 8 . 115 >J W , * 
;PV'J y 5 m 1 &tfft$ lml<DI^-/HOOml 

5g(8. 1 15D*/H »U Sfi*Cl 5©mS# 

aatej/x^x— ^;i/*jni, ffaja*4JRt, 4- 
( { [1- (4-;ao7x-;H -5-y^tf^y 
-;i^-4--f;H y^757 ) ^H#gxf- 

,1(7)4- ( { [1- (4-^D07j:X;P) 
-5-*+j\AZ ! 5V-)V-4-4 *W\ *+V7 
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57) $l#8xf;K?)fh7bHn77y50in ljf 
WilzmT, *mVJ^&T!V$-*7J±0. 6g (1 
6. 2 5l>*/!/) fcini. S*Cln*fa*ffl,fc. KJE 

IT^S^TftttU KOtU [4- ( { [1 

-> f;H Xf-zW .x?-^7$y) 7x-;^] j^y-i 
( 2 . 8 g ) . 

[0 1 13] [4- ( { [1- (4-?do7x^ 
/M -5~^^/Ph' , 7y-/W-4->f;H XtVW X* 
TkTS/) 7x-/l^] ^^y-l-3f-;U2. 8g&tf 
SttZUMfc^ytfy 1 0 s<0?nn#/W>8teftfc 1 5 

= 2:1) THRU IWfcfcftfc ( 1 • 2 g ) . fttt 

H-NMR (d-DMSO) : 2. 32 (3H, s) , 
3. 33 (3H, s) , 4. 50 (2H, s) , 6. 8 
3 (2H, d, J = 8. 9Hz) , 7. 51 (1H, 
s) , 7. 65 (4H, s ) , 7. 7 6 ( 2H, d, J 
= 8. 9Hz), 8. 20(1H, s), 9. 94 (1 
H, s) . 

[0114] ##W5 : HRiS (V) *>f$8Wfc£!Bj<3 
US 

5-{ [4- (X bdf^hdf^^/t-) 7x-;>] X 

fi/y} -2-^^y-i, 3-^-Truvy-4- 
*y^£fi£ 

[01153 

rrt9] 




[one] l, 4-^y-tfy^^y-/K 5. 56 

g , 4 0 5 U ^ ) o f-A-X-^A- 
(3. 22g, 4 0mmo 1 ) «)Th5bKn75>'jS 
ft ( 5 0m 1 ) fc, *&T. jWPL-^^N, N-y-f 
V TP b/l^xf-^r 5 y ( 5 . 1 7 g , 4 0 5 'J 

(6. 2s, 8 5. 1%) 
[01 17] 4 - (^ h^^f^*^) ^y^A 
T;P3-^ ( 6 . 2 g , 3 4 5 »;*;>) (C^OP^A 

( i o om i ) (cffittziMkvy^y 3 o g*ini 



T^rtH (4. 2g, 68. 6%) 
[0 118] £<0«£j88l(4. 2g)JiiWC, 
n-f-y3. 09g (23 5'J^/H , b^y^'y 
0. 4mlXE*X*y-^6 0ml<9ateft*15l$IB 

(4. 3 5g) . mmmTiztft. 

H-NMR (d-DMSO) : 3. 08 (3H, s) , 
4. 59(2 H, s), 4. 68(2H, s), 7. 5 
1 (2H, d, J = 8. 3Hz) , 7. 59 (2H, 
d, J = 8. 3Hz) , 7. 75 (1H, s) , 13. 
78 (1H, brs) . 

[01193 mz. Amtzx&mm&^t. 
[oi 20] mmi 

2-[ (4-tert -7-^/1/7 x-^) X 

-3- [4- (2-t7Wh^-/) 7x-;H -2 

-rn^yg^E <-(fc£*i) 

[0121] 
[ftlO] 




[0122] ##Wl?f#fc2- [ (4-tert-y 
X^/Pf-*] - 3- (4-bh*ndfv-7 

x-/H - 2 -rn^vBbt^o . 5 g ( i . 4 s >; 

„ 2-tKn*S'.Xf-/H-7?l'y0. 24g 

(i. ssy^e/P) st^hU7x-;^^7^yo. 4 

7g(l. 85U ; E/l') <0rb7bh*P77y5ml<?) 

as*** o'ctvi%&i, dead (^x^ryy 

^/P^^V-h) tf)Wtxy$F$R0. 79g(l. 8 
5U*/W *J»miii. SSftTl 2»fflH!ffLfc. ii 

?y7 4- (7on*;kA : ? /-A-= 9 8 : 2&lf 
n-A^-tfy : : 1~4 : 1 ) Tlgg 

U 2- [ (4-te rt-7^/P7xX/H ptf-;l/f- 
*] - 3- [4- (2— f^fVMMfS') 7x-/l0 
-2 -TP^ygt^f-^&^fc ( 0 . 43g) ( 
[0 123] ££"Cf#fc2- [ (4-te r t-7f-/W 
7x-/W *+AW] - 3- [4- (2— f7f-/M 
MPS') 7x-/W -2-7°O^ygf^^0. 43g 
Cfb7bb*n77V10mK ^^/-/Wm l&tf 
4N*^7-hi;7^2ml&Sni, MCI 

U#?7k$7Z^a^h:/7 7-<- (?oa^A:^ 
^7-^=9 8 : 2) THfMU n-M^yfciWfcO 
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0. 3g&#fc. W^TCSt. 
H-NMR (CDC1 3 ):1.25(9H, s), 
3. 9 9 (2H, s) , 5. 27 (2H, s) , 6. 9 
8{2H, d, J=9Hz) , 7. 15 (2H, d, J 
= SHz) , 7. 23 (2H, d, 8H) , 7. 49- 
7.55 (3H, m) , 7. 83-7. 90 (6H, 
m) , 8. 1 0 ( 1H, s) 
M£: 1 6 5-1 6 71C. 
[0 124]£ttW2 

2- { [4- (^pcf-zprsy) 7i-;H WH- 
*} -3- (4- { [4-tert-rf*7i-;H 

2) 

[0 125] 

mi n 




[0126] ##m i §&hsw 1 1 H«w»fm*fe 

ft&3- (4 - { [4- (t e rt-7f-;W) 7i- 
)V1 *Y>**/} 7x-/H -2- [ (4--htt7x- 

(2. OS yjfcjlO <W/-/W2 Om 1 jffiKfcttfUl 

(in zjfcwftj&an*. lofflShffisesLfc. mei 

DttlU 2- [ (4-7S/7x^) 
*] -3- (4- { [4-tert-7Wx-;l/] 
^K^i-} 7i^) -2-Ta^y^f-;^^ 
(0. 2g) . 

[0 1 27] iKfc, 2- [ (4-rS/7x^) *f- 
^f-ij-] -3- (4- { [4-tert -7*^7 x- 
)V] 7i^) -2-TD^yib<^0. 

2g. jft/^U^ml&tfi&KO. 2mlC0X?/- 

*5mi tf5?»at:*»T. ^tv^^^st- h y * 

ao. 2g£3n;U 3aT2BflBKtfLfc. ilBawi 

^o-7h^7^- (n-A.dfify :#®tXf-;U=8 : 
1) TftHU 2- { [4-^^TS/7xX;P] 
^f-ZPf-^-} -3- (4- { [4-te rt-7*f7l/7 

y 7i-/H -2-7*o^yib<f-^ 

(0. lg). 

[0 1 28] JXfc2- { [4- (^•f-A'TSy) 7x 



yf-;Wf-3f} -3 - (4 - { [4-t ert-7 
f-^7x-;H ^H~>! 7i-;P) -2-Tn^y^ 

-/Hml*U 4N*»fc*hy^A0. 5ml 

saEtyx^x-r^tini. *fasi&*4EU age 

fe=T^18mg£#£. 8HMfcOTfc*tf-. 
H-NMR (CDC I s ) : 1. 34 (9H, s), 
2. 90 (6H, s) , 3. 93 (2H, s > , 5. 0 
8 (2H, s) , 6. 59 (2H, d, J = 9Hz) , 

6. 98(2H, d, J = 9Hz), 7. 07(2H, 
d, 9Hz) , 7. 38 (2H, d, J=9Hz) , 

7. 43(2H, d, J = 9Hz), 7. 91 (2H, 
d, 9Hz) ,8. 11 (1H, s) 

K£: 132~134°C S 
[01 293 ICJ6M3 (-lt^*3) 
[0 130] 




(4- { [4-tert-7f;!/7x-W *h*~>} 
7i-;H - 2- [ (4-tert-7f;P7x-;H 

n5tFn77y4ml^7^/-/HmI fcffljff 
U 4 NTjcHMtt" Minimi t Jni, g&T 1 71$ 
ISBWf Ufc. iffi«t- flHgx^i: 1 NffiST^ffl 

^j^-mmi. MST'miK. a^t^'x^x- 

ft(320mg) fcftfc. !IWMt*JaTfc^. 
H-NMR (CDC1 3 ):1.26(9H, s), 
1. 36 (9H, s) , 3. 98 (2H, s) , 5. 0 
6 (2H, s) , 6. 95 (2H, d, J = 9Hz) , 
7. 16(2H, d, J = 9Hz), 7. 23(2H, 
d, J = 9Hz) , 7. 37 (2H, d, J = 9H 
z) , 7. 43 (2H, d, J = 9Hz) ,7.85 
(2H, d, J = 9Hz) , 8. 10 (1H, s) 
tttf: 7*- -ML 

[0132] mm 1 . 2X14 3 B«fcSfPU JTF 
?>Wij4-3 7twt4l^*4Hl:^«3 7£fcfc. 

[0133]£ttW4 <-fb-&»4) 
[0134] 
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[0 13 5] H-NMR (CDCI3) : 1. 25(9 (2H, d, J = 9Hz), 8. 09 (1H, s), 

H, s), 1. 8 6 {4H, m) , 2. 8 1 (2H. 8. 15(2 H, d, J = 9Hz) 

m) , 3. 99 (2H, s) , 4. 02 {2H, m) , iK£ : 9 5-9 7°C. 

6. 85 (2H, d, J = 9Hz) , 7. 16 (2H, [0 1 362 3^5 <<ffc£»5) 

d, J = 8Hz) , 7. 24 (2H, d, J = 8H [0137] 

z) , 7. 36 (2H, d, J = 9Hz) , 7. 84 Hfcl4] 



[0 1 38] H-NMR (CDC I 3 ): 1. 25 (9 9Hz), 8. 10 (1H, s) 

H, s) , 1. 8 0 (4H, m) , 2. 64 (2H, SuS : 10 1-1 0 2*0. 

m) , 3. 79(3 H, s) , 3. 97 (2H, s), [ 0 1 3 9 ] 3U&0J6 (fc£*6 ) 

4. 00 (2H, m) , 6. 84 (4H, m) , 7. 0 [0140] 

9-7. 25 (6H, m) , 7. 83 (2H, d, J= [ftl5] 



0 ^oxo* 



[0 14 1] H-NMR (CDCI3 ) : 1. 25(9 
H, s) , 1.47 (4H, m) , 1. 66 (2H, 
m) , 1. 80 (2H, m) , 2. 63 (2H, m) , 
3. 98 (4H, m) , 6. 85 (2H, d, J = 9H 
z) , 7. 14-7. 31 (9H, ra) , 7. 84 (2 
H, d, J = 9Hz) , 8. 1 0 ( 1H, s ) 
WM: 6 9-7 1 4 C. 

[0 14 2] IQ6M7 Hfc£ft7) 

[0 143] 

Mfcl 6] 




[0 14 7] H-NMR (CDC 1 3 ) : 1. 25(9 
H, s ) , 4. 00 (2H, s) , 5. 08 (4H, 
s), 6. 93 (2H, d, J = 9Hz), 6. 9 6- 
7. 07 (3 H, m), 7. 16 (2H, d, J = 8H 
z) , 7. 22-7. 45 (8H, m) , 7. 83 (2 
H, d, J = 9Hz) , 8. 09 ( 1H, s ) 



[0 144] H-NMR (CDC 1 3 ) : 1 . 25(9 
H, s) , 3. 2 1 ( 2H, m) , 3. 97 (2H, 
s) , 4. 21 (2H, m> , 6. 85 (2H, d, J 
= 9Hz), 7. 15 (2H, d, J = 8Hz) , 7. 
19-7. 31 (4H, m), 7. 40 (1H, d, J 
= 2Hz) , 7. 82 (2H, d, J = 9Hz) , 8. 
08 (1H, s) 

roi4 5]iatW8 (tt^fus) 

[0 146] 
[ftl7] 



M&: 9 0-9 2*C. 
[0 148 3 SOWf 9 <<fr£»9) 
[01493 



<?14))03-1049 64 (P2003-(64 




[0 1 503 H-NMR (CDC 1 3 ) :1. 17(2 
H, m) , 1. 26 (9H, s) , 1. 60 (4H, 
m) , 1.83 (4H, m) , 1. 96 ( 1H, m) , 
3. 99 (2H, s) , 4. 02 (2H, m) , 6. 8 
6 (2H, d, J=9Hz) , 7. 16 (2H, d , J 
= 9Hz) , 7. 23(2H, d, J=9Hz) , 7. 
84 (2H, d, J = 9Hz) , 8. 10 (1H, s) 
WUS: 13 1-1 3 3 e C„ 

[0 1 51}mmi0 <fc£ftl0) 

[0 152] 

Hfcl9], 




[0 15 3] H-NMR <CDC1 3 ):0.90(2 
H, m) , 1. 22 (6H, m) , 1. 26 <9H, 
s) , 1.47 (2H, m) , 1. 75 (7H, m) , 
3.9 9 (4H, m) , 6 



z) , 7. 1 6 (2H, d, 
(2H, d, J = 9Hz) , 
9Hz) , 8. 1 1 ( 1H, 
M& : 13 9-14 1TC. 
[0 1 543 KEUW1 1 
[0 1 55] 
Ut2 0 ] 



68 (2H, d, J = 9H 
J = 9Hz) ,7.23 
7. 84 (2H, d, J = 
s) 




[0 15 6] H-NMR (d-DMSO) : 1, 22 
(9H, s) , 2. 03 (3H, s) , 4. 06 (2 
H, s) , 5. 10 <2H, s) , 6. 99 (2H, 
d, J = 9Hz) , 7. 09 (2H, d, J = 8H 
z) , 7. 1 5 < 2H, d, J = 8Hz ) ,7.2 5- 



o 



[0 16 5] H-NMR (d-DMSO) : 1. 2 1 
(9H, s) , 1. 27 <2H, m) , 1.42(2 
H, m) , 1. 7 0 (2H, m) , 1. 8 1 (2H, 
m) , 3. 97 (2H, t, J = 6Hz) , 4. 02 
<2H, s) , 4. 1 5 (2H, t. J = 7Hz) , 



7. 33 (3H, m) , 7. 53 (1H, brd) , 
7. 66(3 H, m), 8. 08(1 H, s), 9. 9 
8 ( 1H, s ) 
m.: 7* -Aft, 

[0 1571 SSKW12 <fc£«12> 

[0158] 

HK21] 




[0 159] H-NMR (CDC 1 3 ) : 1 . 24 (9 
H, s) , 2. 96 (6H, s) , 3. 98 (2H, 
s), 5. 04(2H, s), 6. 69-6. 78(3 
H, m), 6. 93 (3H, brd, J = 9Hz), 
7. 12-7. 28(5 H, m) , 7. 81 (2H, b 
rd, J = 9Hz) , 8. 08 ( 1H, s ) 

loi eo] mmn 3 «t^mi3) 

[01 6 1 3 
Ut2 2 3 




[0 1623 H-NMR (d-DMSO) : 1. 2 8 

(9H, s) , 4. 02 (2H, s) , 5. 13 (2 
H, s) , 5. 37 (2H, s) , 6. 99 (2H, 
d, J = 8Hz) , 7. 13 (2H, d, J = 8H 
z) , 7. 25 (2H, d, J = 8Hz) ,7.38 

(2H, d, J = 8Hz) , 7. 45-7. 49 (3 
H. m) , 7. 63-7. 7 2 (4H. m) , 8. 90 

(1H, s) 
tttt: 7*- Aft. 

[0 1 633 Hftttl4 (-ffc£»14) 
[01643 

[{1:2 3 3 




6. 90 (2H, d, J = 9Hz), 7. 13 (2 H, 
d, J = 9Hz), 7. 25 (2 H, d, J = 9H 
z), 7. 58 (1H, brs) , 7. 69-7. 72 
(4H, m) . 8. 96 (1H, s) 
MA: 8 8-9 0 4 C, 



(e5))03-1 04964 (P2003-M 



[0 166]H««1 5 (fc£»15) 
[0 167] 



[^24] 




[0 168] H-NMR (CDC I 3 ) : 1, 26(9 
H, s) , 2. 36 (3H, s) , 3. 98 (2H, 
s), 4. 99 (2H, s), 6. 97 (2H, d, J 
= 9Hz), 7. 16 (2H, d, J = 8Hz), 7. 
2 5(2 H, d, J = 8 Hz), 7. 41 (2H, d, 
J = 9Hz), 7. 4 6(2 H, d, J = 9Hz) , 




7. 72 (1H, s) , 7. 87 (2H. d, J = 9H 
z) , 8. 1 1 ( 1H, s) 

16 1-1 63*C. 
C 0 1 6 9 I S^fe^J 1 6 (ttmi6) 
[0 170] 
[fc2 5j 




[0171] H-NMR (d-DMSO) :1, 22 
(9H, a) , 2. 30 (3H, s) , 2. 88(2 

H, m) , 4. 03 (2H, s ) , 4. 1 6 (2H, 

m) , 6. 97 (2H, d, 
(2H, d, J = 9Hz) , 

9Hz) , 7. 54 (2H, 

5 (2H, d, J = 9Hz) 

7.7 1 (2H, d, J=9Hz) 

s) 

[0172]H*W17 Hfc#»17) 
[0 173] 
[^2 6] 



J=9Hz) ,7.14 
7.26 ( 2H, d, J = 
d, J = 9Hz) , 7. 5 
, 7. 60 (1H, s) , 
7. 74 ( 1H, 




[0 1 74] H-NMR (d-DMSO) :1. 22 
(9H, s) , 3. 04 (2H, t, J = 6. 7H 
z) , 4. 03 (2H, s) , 5. 14 (2H, s ) , 

7. 01 (2H, d, J = 8. 8Hz) , 7. 14 (2 
H, d, J = 8. 3Hz) , 7. 26 (2H, d, J = 

8. 3Hz) , 7. 31-7. 46 (5H, m) , 7. 
72 (2H, d, J = 8. 8Hz), 7. 7 4 ( 1 H, 
s ) , 1 2. 94 ( 1H, b r ) 

H£: 1 27-1 28"C. 
[0 1 7 5] SSWJ18 (fc£*(18) 
[0 176] 
[fc2 7] 




[0 177] H-NMR (d-DMSO) : 1. 2 2 
(9H, s) , 3. 1 9 (2H, t, J = 6. 6H 
z) , 4. 03 (2H, s) , 4. 39 (2H, t, J 
= 6. 6Hz) , 6. 93 (2H, d, J = 8. 8H 
z) , 7. 14 (2H, d, J = 8. 3Hz) , 7. 2 
6 (2H, d, J=8. 3Hz) , 7. 23~7. 27 
(1H, m) , 7. 36 ( 1H, d, J = 7. 8H 
z) , 7. 71 (2H, d, J = 8. 8Hz) , 7. 7 
1-7. 75 (1H, m) , 7. 73 (1H, s) , 
8. 50-8. 52 ( 1H, m) , 12. 94 (1H, 
br) 

BUS: 130-1 3 11C. 
l01 783 iaSWl 9 (fc£»19) 
[0179] 
[^2 8 3 




[0180] H-NMR (d-DMSO) : 1. 2 2 
(9H, s ) , 3. 03 (2H, t, J = 6. 8H 
z) , 4. 02 (2H, s) , 4. 22 (2H, t, J 
= 6. 8Hz) , 6. 93 (2H, d, J = 8. 8H 
z), 7. 1 (2H, d, J = 8. 3Hz), 7. 21 
-7. 33 (7H, m) , 7. 71 (2H, d, J = 
8. 8Hz), 7. 73 (1H, s), 12. 94(1 



(&6))0 3- 104964 (P20 0 3-WM 



H, br) 

FAB (positive) :476 (M+1) 

1 1 5-1 1 6°C e 
[0 18112&KW20 (fc£»2 0) 
[0 182] 
Ut2 9] 




[0 183] H-NMR {d-DMSO) 

J 



1. 21 



[0 186] H-NMR (d-DMSO) : 1 . 22 
<9H, s ) , 2. 85 (6H, s) , 2. 9 1 (2 
H. t. J = 6. 8Hz) , 4. 03 ( 2H, s) , 
4. 14 (2H, t, J = 6. 8Hz) , 6. 68(2 
H, d, J = 8. 1Hz) , 6. 92 (2H, d, J = 
8. 8Hz) , 7. 11-7. 15 (4H, m) , 7. 
26 (2H, d, J = 8. 3Hz), 7. 71 (2H, 



4 (2H, t, J = 6. 
s ) , 4. 38 ( 2H, 



[0189] H-NMR (d-DMSO) :1. 19 
(3H, t, J = 7. 6Hz ) , 1. 2 1 (9H, 
s ) , 2. 65 (2H, q, J = 7. 6Hz) ,3.2 
3Hz) ,4.02 (2H, 
t, J = 6. 3Hz), 6. 9 
3 (2H, d, J=8. 8Hz) , 7. 1 3 (2H, 
d, J = 8. 3Hz) , 7. 26 (2H, d, J = 8. 
3Hz) , 7. 49 (1H, d, J = 8. 1Hz) , 

7. 71 (2H, d, J = 8. 8Hz) , 7. 73 (1 
H, s) , 7. 83 (1H, d, J = 8. 1Hz) , 

8. 50-8. 52 (1H, m) , 12. 94(1 H, 
b r ) 

MM: 93-95TC, 
[0190] mM23 (fc£ft2 3) 
[0 19 1] 
Mfc3 2] 



(9H, s ) , 2. 96 (3H, s ) , 3. 72(2 
H, t, J = 5. 6Hz) , 4. 02 (2H, s), 
4. 15(2H, t, J=5. 6Hz), 6. 62(1 
H, t, J =7. 3Hz), 6. 74(2H, d, J = 

8. 1Hz) , 6. 9 1 (2H, d, J = 9. OH 
z) , 7. 12-7. 18 (4H, m) , 7. 26 (2 
H, d, J = 8. 3Hz) , 7. 70 (2H, d, J = 

9. 0Hz) , 7. 73 (1H, s) , 12. 94 (1 
H, br) 

t0184]|BtW2 1 <fc£ft2 1) 
[0 185] 
Hfc3 0] 




d, J = 8. 8Hz) , 7. 73 ( 1H. s) , 1 
2. 93 ( 1H, br ) 
WA: 109-1 1 1-C. 

[O187]SI*£0J2 2 (fl:£»2 2) 

[0188] 

[ft3 1J 




[0192] H-NMR (d-DMSO) : 1. 21 
(9H, s) , 3. 1 1 (2H, t, J = 6. 3H 
z) , 4. 03 (2H r s) , 4. 27 <2H, t, J 
= 6. 3Hz) , 6. 94 (2H, d, J = 8. 8H 
z) , 7. 14 (2H, d, J = 8. 3Hz) , 7. 2 
6 (2H, d, J = 8. 1Hz) . 7. 47-7. 50 
(1H, m) , 7. 71 (2H, d, J = 8. 8H 
z) , 7. 73 ( 1H, s) , 7. 93 ( 1 H, d, J 
= 7. 8Hz), 8. 52UH, d, J = 3. 9H 
z) , 8. 62 (1H, s) , 1 2. 33 ( 1H, b 
r) 

m&: 54-5 7°C. 
[0193]£«SW24 {-ft^ft2 4) 
[0194] 
[ft3 3] 




(£7))03-1 04 964 {P2 0 0 3-R64 




[0 19 5] H-NMR (d-DMSO) : 1. 2 2 
(9H, s) , 2. 41 (3H, s) , 2. 49-2. 
84 (8H, m) , 4. 02 (2H, s), 6. 92 
(2H, br) , 7. 13 (2H, d, J = 8. 1H 
z) , 7. 26 (2H, d, J = 8. 1 Hz) , 7. 4 
6(2H, d, J=7. 3Hz) , 7. 62 (2H, 
d, J = 7. 3Hz) , 7.69 (2H, d, J = 



8. 5Hz) , 7. 72 (1H, s) , 12. 96(1 
H, br) , 12. 94 (1H, br) 
FAB (positive) :609 (M+l) 
Sb£: 1 04~1 08<C. 

[0 196]H»IJ2 5 Ut£®25) 

[0197] 

[fc34] 




ho 



[0 19 8] H-NMR (d-DMSO) : 1. 2 2 
(9H, s) , 2. 37-4. 33 ( 1 OH, m) . 
6. 93 (2H, d r J = 8. 3Hz) , 7. 13 (2 
H, d, J = 8. 3Hz) , 7. 26 (2H, d, J = 
8. 3Hz), 7. 69-7. 77 (6H, m) , 8. 
13-8. 19(2 H, m), 8. 35 (1H, d, J 
= 7. 8Hz) , 8. 66 (2H, d, J = 8. 8H 



z) , 13. 00 (1H, br) 

FAB (positive) :645 (M+1) 

WM: 12 5-12 9X3. 

[0199] WIW26 (ft#Bs26) 

[0200] 

[ft3 5] 




[02 0 1] H-NMR (d-DMSO) : 1. 2 2 
(9H, s), 2. 8 4 (6H, s), 2. 97-4. 
33 ( 1 OH, m), 6. 94(2H, d, J = 7. 6 
Hz) , 7. 13 (2H, d, J = 8. 3Hz) , 7. 
26 (2 H, d, J = 8. 3 Hz), 7. 29 (2H, 
d, J=8. 3Hz), 7. 61-7. 72(5H, 
m), 8. 1 7 ( 1H, d, J = 7. 1Hz) , 8. 3 



( 1H, d, J = 8. 8Hz) , 8. 57 ( 1H, d, 
J = 8. 8Hz) , 13.01 (1H, br) 

[0202]^»J27 (fl:^fl|2 7) 

[0203] 

[ft3 6] 




HO 



[0204] H-NMR (d-DMSO) : 0. 81 
(6H, t, J = 7. 3Hz) ,1.1 9-1. 27 
(13H, m) , 1. 39-1. 43 (4H, m) , 
3. 01-4. 3 5 (14H, m) , 6. 95(2 H, 



d, J = 8. 5Hz) , 7. 13 (2H, d, J = 8. 
3Hz), 7. 26(2H, d, J = 8. 3Hz), 
7. 41 (2H, d, J = 7. 3Hz), 7. 66- 
7. 72 (5H, m) , 8. 15 (2H, d, J = 7. 



(e8))03-l 04964 (P2 0 0 3-SHS 



3Hz), 8. 31 (2H, d, J = 8. 8Hz), 
8. 63 (2H, d, J = 8. 8Hz) , 13. 00 
(1H, br) 
MM: 104-109X:, 



[0205] mmm28 (fc$m28) 

[0206] 
[-ffc3 7] 




[0 2 07] H-NMR (d-DMSO) : 1. 2 2 
(9H, s) , 1. 23 (9H, s) , 3. 13-3. 
17 (2H, m) , 3. 95 (2H, t. J = 5. OH 
z) , 4. 03 (2H, s) , 6. 80 (2H, d, J 
= 7. 1Hz), 7. 14 (2 H, d, J = 6. 6H 
z) , 7. 27 (2H, d, J-8. 3Hz) , 7. 5 
8(2H, dd, J = 8. 4 Hz, 1. 7Hz), 7. 



[0 2 10] H-NMR (d-DMSO) : 1. 21 
(9H, s) , 1. 29 (9H, s) , 3. 60-3. 
64 (2H, m) , 4. 02 (2H, s ) , 4. 1 4 
(2H, t, J = 5. 9Hz) , 6. 97 (2H, d, 
J = 8. 8Hz) , 7. 13 (2H, d, J = 8. 3H 
z), 7. 26 (2H, d, J = 8. 3Hz), 7. 4 
7(2H, d, J = 8. 3Hz), 7. 72 (2H, 



68-7. 75 (5H, m) , 7. 89 (1H, t, J 
= 5. 1Hz) , 12.96 (1H, br) 
MA: 1 67-1 70U 

[0208] mm29 (ft-^2 9) 

[0209] 

tft3 8] 




d, J = 8. 8Hz), 7. 73 (1H, d, s), 
7. 79 (2H, d, J = 8. 3Hz), 8. 62(1 
H, t, J = 5. 6Hz), 12. 94(1 H, br) 

[02 11]§BtW30 (fc$m3 0) 

[0212] 

[ft3 9] 




[02 13] H-NMR (d-DMSO) : 1 . 2 1 
(9H, s), 3. 24-3. 27 (2H,m), 3. 
88(2H, t, J = 5. 4Hz), 4. 02 (2H, 
s), 6. 54 (2 H, d, J = 7. 3Hz), 7. 1 
5(2H, d, J =8. 3Hz), 7. 28(2H, 
d, J = 8. 1Hz), 7. 41 (1H, t, J = 7. 
0Hz), 7. 55-7. 73 (5 H, m), 8. 18 
( 1H, d, J = 8. 1Hz) , 8. 3 1 ( 1H, d, 



H O 



[02 1 6] H-NMR (d-DMSO) :0. 79 
(6H, t, J = 7. 3Hz), 1. 17-1. 27 
(13 H, m), 1. 34-1. 42(4 H, m), 




J = 7. 0Hz), 8. 40 (1H, d, J = 8. 6H 
z), 9. 02-9. 04 (1H, m), 12. 96 
(1H, br) 

7 1-7 6TU 
[0 2 14] HS1M3 1 (ftHrfU3 1) 
[0215] 
[ft4 0] 




3. 07 (4 H, t, J = 7. 3Hz), 3. 2 7- 
3. 31 (2H, m) , 3. 51 <2H, d, J = 5. 
9Hz), 3. 88(2H, t, J = 5. 6Hz), 



<t 9) )0 3-1 04964 <P2 00 3-;fctt 



4. 03 (2H, s), 6. 90{2H, d, J = 8. 
8Hz), 7. 14 (2H, d, J = 8. 3Hz), 
7. 26 (2H, d, J = 8. 3Hz) , 7. 36 (1 
H, d, J-7. 1Hz), 7. 55-7. 62 (2 

H, m) , 7. 72 (2H, d, J = 8. 8Hz) , 
7. 73 ( 1H, s) , 8. 01 { 1H, t, J=5. 
6Hz), 8. 10 (1H, dd, J = 7. 2Hz, 

I. 2Hz) , 8. 29 (1H, t, J = 6. 1H 



z), 8. 33 ( 1H, d, J = 8. 5Hz), 8. 5 
1(1 H, d, J = 8. 5Hz), 12. 95(1 H, 
br ) 

80-82X;. 
[0 2171SHW3 2 (fc£ft3 2) 
[0218] 
Hfc41] 




[02 1 9] H-NMR (d-DMSO) :0. 76 
(6H, t, J = 7. 3Hz) ,1.1 6-1. 23 
( 1 3H, m) , 1. 32-1. 39 (4H, m) , 
3. 02-3. 13 (6H, m), 3. 37-3. 45 
(2H, m) , 3. 65 (2H, t, J = 6. 1H 
z) , 3. 76-3. 81 ( 1H, m) , 4. 04 (2 
H, s ) , 4. 9 1 ( 1H, t, J = 5. 6Hz) , 
6. 84 <2H, d, J = 8. 8Hz) , 7. 15 (2 
H, d, J = 8. 3Hz) , 7. 27 (2H, d, J = 
8. 3Hz) , 7. 33 C1H, d, J = 7. 3H 



d, J = 8. 
5Hz) , 1 



z) , 7. 50-7. 60 (2H, m) , 7. 72(2 
H, d, J = 8. 8Hz) . 7. 74 ( 1H, s) , 

7. 92 ( 1H, t, J = 5. 6Hz), 8. 12- 

8. 1 7 (2H, m) , 8. 34 ( 1H, 
8Hz) , 8. 48 ( 1H, d, J = 8. 
2. 93 ( 1H, br ) 

[0220] $jtH3 3 (ft*»3 3) 
[022 1 ] 
Hfc4 2 ] 




[0 2 2 2] H-NMR (d-DMSO) : 0. 4 5 
(3H, d, J = 6. 3Hz), 0. 66 (3H, d, 
J = 6. 3Hz) , 1. 1 5-1. 38 (12H, 
m) , 2. 77 (6H, s) , 3. 06-3. 1 2 (2 
H, m), 3. 63-3. 68(3H, m), 4. 04 
(2H, s ) , 6. 84 (2H, d, J = 9. OH 
z) , 7. 1 5 (2H, d, J = 8. 3Hz) ,7.2 
0 ( 1H, d, J = 7. 1Hz) , 7. 26 (2H, 
d, J = 8. 3Hz), 7. 50-7. 56(2H, 
m), 7. 71 (2H, d, J = 9. 0Hz), 7. 7 



4 { 1H, s) , 7. 98 ( 1H, t, J = 5. 6H 
z), 8. 11 (1H, dd, J=7. 3Hz, 1. 2 
Hz) , 8. 18 (1H, d, J=9. 0Hz) , 8. 
31 (1H, d, J = 8. 8Hz), 8. 39 (1H, 
d, J = 8. 3Hz) ,12.93 (1H, br) 
8 0~8 5°C. 

[0223] m&M34 (ft£»3 4) 

[0224] 

[<fc4 3] 




[0225] H-NMR (d-DMSO) :1. 22 
(9H, s) , 3. 1 7-3. 21 (2H, m) , 3. 
91 (2H, t, J = 5. 6Hz), 4. 03(2 H, 
s) , 6. 65 (2H, d, J = 9. 0Hz) ,7.1 
4 (2H, d, J = 8. 3Hz) , 7. 27 (2H, 



d, J = 8. 3Hz) , 7. 59-7. 68 (5H, 
m) , 7. 70 (1H, s) , 8. 04 ( 1H, d, J 
= 7. 8Hz) , 8. 14-8. 19 (2H, m) , 
8. 30(1H, t, J = 5. 6Hz), 8. 64(1 
H, d, J=8. 8Hz), 12. 96 (1H, br) 



(£0) )03-l 04964 (P2003-T64 



M£: 70-74°C. 
[0226] mtM3 5 (fc&b3 5) 



[0227] 
[fc44] 




[0 2 28] H-NMR (d-DMSO) : 1. 2 1 
(9H, s) , 3. 20-3. 24 (2H, m) , 3. 
97(2H, t, J = 5.4Hz), 4. 02(2 H, 
s) , 6. 72 (2H, d, J = 8. 8Hz) , 7. 1 
3 (2H, d, J = 8. 3Hz), 7. 26(2H, 
d, J = 8. 3Hz), 7. 58-7. 65 (3H, 
m) , 7. 67 ( 1H, s) , 7. 85 ( 1H, dd, 
J = 7. 6Hz, 1. 0Hz), 7. 99 (1H, d 



12. 



d, J = 8. 9Hz, 1. 7Hz), 8. 15-8. 1 
8 (2H, m), 8. 31 (1H, d, J = 9. OH 
z) , 8. 54 ( 1H, d, J = l. 7Hz ) 
94 ( 1H, br) 
U£: 7 1-7 5°C. 
[0 2 2 9]JS3tW3 6 <-ffr&ft3 6) 
[0230] 
Hfc4 5] 




[0231] H-NMR (d-DMSO) :0. 92 
(3H. t, J = 7. 6Hz) ,1.22 (9H, 
s) , 1. 38-1. 47 (2H, m) , 1. 66- 
1.73 (2H, m) , 3. 08 (2H, m) , 3. 9 
6 (2H, t, J-5. 4Hz) , 4. 0 1 (2H, 
t, J = 6. 6Hz), 4. 03(2H, s) . 6. 8 
3 (2H, d, J = 8. 8Hz), 7. 06(2H, 
d, J=8. 8Hz) , 7. 14 (2H, d, J = 8. 



OzS- 



3Hz) , 7. 27 (2H, d, J = 8. 8Hz) , 
7. 6 8-7. 78 (6H, m) , 12. 94 ( 1H, 
br) 

fflUS: 4 9-5 3X:, 
[0232]»IW37 (ft^»3 7) 
[0233] 
Ut4 6} 





[0234] H— 
(6H, t, J = 
(4H, m) , 1 
43 (4H. m) 
z) , 3. 22- 
H, t, J = 7. 
6.59 (2H, 
H, d, J = 8. 
8. 3Hz) , 7 
z) , 7. 55- 
H, d, J = 0. 



NMR (d-DMSO) : 0- 83 
7. 3Hz) , 1. 19-1. 27 
. 22 (9H, s) , 1 . 39-1. 
,3.05 <4H, t, J = 7. 3H 
3.50 (3H, m) , 3. 88 (2 
3Hz) , 4. 03 ( 2H, s) , 
d. J = 8. 9Hz) ,7.14(2 
2Hz) , 7. 26 ( 2H, d, J = 
. 34 ( 1H, d, J = 7. 5H 
7. 6 1 ( 5H, m) , 8. 1 1 ( 1 
9Hz) , 8. 24 ( 1H, m) , 



8. 33(1 H, d, J = 8. 4 Hz) , 8. 51 (1 
H , d, J = 8. 5Hz) 

[0 23 5] fcfc, B^CiS^StWtwrt. 
[0236] mmi38 

3 - [N, N-S> ( 4 - 1 e r t -f-f)VKy^)V) - 
3-T577x-;H -2- [ (4-tert-W 

tj38) 
[0237] 
Ut4 7] 
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[0 2 3 8] ##^J2T1#^^N, N-y(4-te 
r t-7j-)VKyv)V) - 3 - 7 S S-KyXTfU^t. 
. Og, n-^'-y i . 9 g ( 1 4 . 5 5 U 
. fOJS/yO. lmlRTffl&O. 1ml 

JWrJBU ait. 6 0X:T*S93»U 5- [N, 
N-S> (4-tert-7f;Kyy;H -3-75/ 

7x-;p] *+vv-2-+tt x /-i. 3-f-ryu 

y>-4-^2g^. 

[0 2 3 9] iiT»6*Lfc5- [N, N-^ (4-t 
ert-/f;K>y';H -3-7S/7x^/H 
t-y-2-f-^V-l, 3-f-TVUi ; >'-4-^ 

(0. 6 g) AIM NjfcftffcJ-HJ^ 5ml 
5t HD79^5m I 1 0 0'C^2^fS«# 

U 4 - 1 e r t -7*f-;W<.^^7*a$ H 

o . 4 g ( i . 4 5 y w tjni, MaT-^ig*# 
*is*>j>rmi, mrwrnuz. mm^vxyfr 



= 50:1 &tf n y : »»X?-*= 3 : 1 ) T 
««U n-^^yfc^4<7)X-T^T^^ftii§ 

H-NMR (CDC 1 3 ) :1. 2 6 (9H, s), 
1, 30 (18H, s) , 3. 47 (2H, s) , 4. 
64 (4H, s) , 6. 76-7. 40 (1 6H, 
m) , 8. 1 1 ( 1H, s) 
(Eft: 7**7 r A. 

[0240] HMM3 8 i: E*fc»ftsU tiT^SWJ 
3 9-4 6PS*lfc&ft3 9^4 6£i«;. ZtlkWtt. 

[0241] j*ttW39 

3- [N-n-7*f-A—N- C ( 1- (4-?nn7x 

3-7577x^1/] -2- ( (4-tert-W 
7x^) ^f-^f-^") -2-7'n^>'»£^jR (<fe£ 
«J3 9) 

[02423 

Hfc4 8] 




[0 24 3] 3-T5.;-Kyi?)VT)V3-)VQ. 6g 
(4 . 5 S 'J W , *tW3T»fefL47*f f h P 
1. Og{4. SSUt/P) SVIHSO. 2ml OX* 
Om 1 fl^aEt. *»T, ^7/**lfc*i7* 

^•hU^Ao. 34g (5. 4$y*/n ijni, 

T2 1*1888* Lfc . n -7f-;l/7*r b F 5m 

i Ri/yr/^mitt^mi- f y o . 3 4 g ( 5 . 
4$yw mi, 2%fmmm, s&fcn-Tw 

T^ft F 5 m 1 mfisTS h 'J *7 A 

0. 3 4g (5. 4 £JD;1. ^ar3^iafii 

ffUfc. K#xf-*fc7jcT#EU 

n?h/77^ ( n -M^y : fj#x^;p= 3 : 
1 ) T-mmi, [3- (n-7f-;V { [ 1- (4-?n 

;W7S/)7x^]^^>-l-^-;K0. 8 



g) fcttfc. 

[0 244] <Xt [3- (n-y^/l/ { [ 1- (4-? 
nn7x-/l^) -5-^f-;kb5V-7l/-4— f;t/] / 
*M 75/) 7i-;H **y- 1-^-^0 . 8g 

S.tXNyx^;P7SyO. 87ml (6. 3$yW 
W*+fl,JjU&S*sY 1 0 m 1 ig&iffc *^Ts - 

bk bsssf e y 1 . 0 g ( 6 . sswi^' 
>^xw^^ k 1 0 m 1 m&mznt, 3 0*^ 
tfc. sfet, =Kft«ESr^y^«*i. og (6. 

3mmo 1 ) ilDi, 3 0dMSH¥Lft. H^M^SHS 
U «a£*5/y***;^5A^nvh^57-f - (n- 

«Jrt-y:wm&fr=3 ■ 1) nwu 3- u- 

7*f-A-{ [1- (4-^nD7i-W-5-^f^e 

7V-^-4--f*] WW 7S/)<yX7;i-rt 

Ffcttfc ( 0 . 5 g ) . 



02 2) )03-l 04964 (P2 0 0 3"l|^ 



[0245] 3- (n-^f-zM [1- <4-?an7 

7S y ) ^yxr^rh P^§atfif|3 8 1 R«(cn-^ 
-vfc^EJS. ft-tert-yf;Kyy;WL r 
^ yin*atf * mm? z 1 9«Kft£ft ( 3 o 

Omg) fcftfc. fcHH^JaTteasr*-. 
H-NMR (CDC 1 3 ) : 0. 92 (3H, t, J = 
7Hz) , 1. 2 5 (9H, s) , 1. 33 (2H, 
m), 1. 61 (2H, m) , 2. 25 (3H, s), 
3. 33 (2H, m) , 3. 95 <2H, s) , 6. 8 
0 (1H, brd, J = 8Hz) , 7. 0 5-7. 25 
(6H, m), 7. 35-7. 46(6 H, m), 8. 
0 5 { 1 H, s)FAB(positive) :603 
(M+l) 

[0246] 8XJ23 9 h R*fc»fcU JST 

<r>mmm4 o -4 6 t^rft-d*4 o -4 e &m: . d 

[0 24 7] HHR4 0 (ft£»4 0) 

[0248] 

[€4 9 ] 




[0 24 9] H-NMR (CDC1 3 ):1.21(9 
H, s), 1, 28(9H, s) , 4. 04 (2H, 
s) , 5. 02 (2H, s) , 7. 00 (1H, br 
d, J = 8Hz) .7.12-7.42U0H, 
m) , 7. 70 (1H, s) , 8. 02 (1H, s) 
lift: 12 0-12 2*C„ 

[02 5 0] HS6M4 1 (€£&4 1) 

[02 5 1] 

[€5 0] 




[02 52] H-NMR (d-DMSO) : 1. 1 9 
(9H, s), 1, 27 (9H, s) , 4. 05 (2 
H, s), 5. 11 (2H, s) , 7. 10 (2H, 
d, J = 9Hz) , 7. 24 (2H, d, J = 9H 
z) , 7. 32-7. 48 (4H, m) , 7. 51 (1 
H, s), 7. 83 (1H, brs) , 8. 30 (2 
H, m) 

Sift: 9 0~9 3*C. 
[0253]»42 (€Hrt$a4 2) 
[0254] 
[€5 13 



[02 5 5] H-NMR (CDC1 3 ) : 2. 35(3 
H, s), 4. 06 (2H, s), 4. 95 (2H, 
s), 6. 97 (2H, d, J = 9Hz), 7. 30- 
7. 54 (13H, m) , 7. 71 ( 1H, s) , 7. 
8 6 (2 H, d, J = 9Hz), 8. 12 (1H, s) 




[0 2 5 8] H-NMR (CDC1 3 ):0.89(3 
H, t, J = 7Hz) , 1. 29 (2H, m) , 1. 5 
3 (2H, m) , 2. 37(3 H, m), 2. 54(2 
H, m), 4. 00(2H, s), 4. 99(2H, 
s) , 6. 98 (2H, d, J = 9Hz) ,7.05 

(2H, d, J = 8Hz) , 7. 13 (2H, d, J = 
8Hz), 7. 41 (2H, d, J = 9Hz) , 7. 4 



RL£: 14 7-1 4 9iC. 
[02561HBM43 (€£ft43) 
[0257] 
[€5 2] 




6 (2H, d, J = 9Hz) , 7. 72 ( 1H, s) , 
7. 80 (2H, d, J = 9Hz) , 8. 1 0 (1H, 
s) 

Eft: 130-132'C. 
[02 59] mm\44 (€l^j44) 
[0260] 
[€5 31 
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[026 1] H-NMR (CDC 1 3 ) : 1. 2 6 (9 
H, s) , 2. 29 (3H, s) , 3. 05 (3H, 
s) , 3. 95 <2H, s) , 4. 46 (2H, s) , 
6. 78 (2H, d, J = 9Hz) , 7. 19 (2H, 
d, J = 8Hz) , 7. 26 (2H, d, J = 8H 
z) , 7. 38 (2H, d, J = 9Hz) ,7.44 

<2H, d, J=9Hz) , 7. 48 ( 1H, s) , 



7. 95(2H, d, J = 9Hz), 8. 13(1 H, 
s) 

m- ?*- 

[0262]£KW4 5 <ft£»4 5) 

[0263] 

[€54] 




[0264] H-NMR (CDC 1 3 ) : 0. 97(3 
H, t, J = 7Hz) , 1, 26 (9H, s) , 1 . 3 
8 (2H, m) , 1. 65 (2H, m) , 2. 29(3 
H, s ) , 3. 4 1 (2H, m) , 3. 95 (2H, 
s) , 4. 43 (2H, s) , 6. 71 (2H, d, J 
=9Hz), 7. 19{2H, d, J = 8Hz), 7. 
26 (2H, d, J = 8Hz) , 7. 39 (2H, d, 
J = 8 Hz), 7. 43(1 H, s), 7.45(2 
H, d, J = 8Hz) , 7. 94 (2H, d, J = 9H 
z) , 8. 1 2 { 1H, s) 

[02 6 5] 591014 6 (ftl^j46) 
[02 66] 
Hfc5 5] 




[0 2 67] H-NMR (DMSO) ; 1. 22(9 
H, s) ,4.05 (2H, s) , 5. 27 (2H, 
s), 7. 13(2H, d, J = 8Hz), 7. 26 

(2H, d, J = 8Hz), 7. 49-7. 57(5 
H, m) , 7. 65 (2H, d, J = 8Hz) , 7. 7 
6 ( 1H, s) , 8. 0 (1H, d, J = 8Hz) , 
8. 35 (1H, d, J = 8Hz) , 8. 8 (1H, 
d, J = 8Hz) , 1 3. 2 ( 1H, b r ) 
7*^7 7*. 

[0268] jarfc, 



[O26 9]3£Httt0fl 

i^{^iOC d c 2 5 AjK>J yiiftsHEfc^trsias 
»ov^t, SK^St^ J:2»p--fn7x -ivt^ 
7x-h (pNPP) « P -^hn7xy'^K«M 
£$J£^&#£ (Tetrahedron Lett., 37, p8775 (199 
6)#Sg) 

[0270] -t%h*>. 50mMNaC l&tf 5mM>? 
ttXVA Y-A- (DTT) Z&til OmMHEPES 

mm (phs. o) a«aauft^3*ifttai 

ft-^Bl^ffftT. S5tC&£ 50mMpNPPfcCdc 

25 Am yUitm (5 OmU /ml) 

fc. RJE£f£itft. £aE»0>«3E*fcOD4 1 5 nmi; 

■f. 

[ o 2 7 1 j c d c 2 5ku ymmmmm 

Z-g-fh^ttfmhtiXV-.h Dysidiolide XS4RK- 

6 82te-?^T4>n«wiiit^w mmm^k&ML 

[027 2] J»S§|#12 

b f S BC- 5fl$&SO!VVt in vitroK 
■ttffofc. «^ffl^W±^iM?tl0%^# 

*r*RPMi-i64 0Js«frfflnfc. 

OlfcJ&i. 1X103 ffl/m 1 
«fc^&Jn*.-C3 71C"C7 2l*ISL 5%C0 2 TT-^ 
Crystal violet ftfiffit i 9M££$I£ 

[0273] 
[HI] 



(34) ) 03-1 04964 <P2003-<64 





1C 50 UH) 


IC 50 (ulO 




3.8 


18.0 




6.6 


36.0 


{to ft 2T 


13.0 


9.0 




2.4 


12.0 




7.6 


28.0 




2.3 


6.9 


Dysidiolide 


35 


S.O 


RK-682 




m 





(SDlnt.Cl.i SISBB^ 
A6 1K 31/4174 
31/44 
31/4402 
31/4406 
31/47 
31/495 
A6 1P 35/00 

43/00 1 1 1 

C0 7D 213/30 
213/65 
215/20 
215/36 
231/12 

233/60 1 0 1 

295/22 



F I 

A61K 31/4174 
31/44 
31/4402 
31/4406 
31/47 
31/495 
A6 1P 35/00 
43/00 
C 0 7 D 213/30 
213/65 
215/20 
215/36 
231/12 
233/60 
295/22 



1 1 1 



1 0 1 



*S®Efr£RrfiUjO5063- 1 48- 2 -504 

*&3mmffi&& 5-2-11-307 
(72)?gBJ!# Uiffl Wfc 

mzmtxmmm -41-11 



F?-A(##) 4C031 DA04 HA07 

4C055 AA01 BA01 BA02 BA06 BA16 

BB11 BB16 CA01 CA02 CA16 

CB11 CB16 DA01 
4C086 AA01 AA02 AA03 BC17 BC28 

BC41 BC42 BC50 MA01 NA14 

ZB26 ZB27 
4C206 AA01 AA02 AA03 JA23 MA01 

NA14 ZB26 ZB27 
4H006 M01 AA03 AB28 TA04 TB53 

TC37 



